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„ THE UNITED STATES PATENT AND TRADEMARK OFFICE 

lor* Application: Honobta « J. ^ ^ ^ ^ 

Serial No, 09/61 5.736 p<Melev E 

r^c^ANDHUTRrno^coMPOsmoNs 

DECLARATION UNDER VI CM. M» 

, . , p.via Hoaobin. » . «*- of Ore, Britain and , ™ide ta WirHn*. Seotfand. 
United Kingdom. , 

■ .w. a K«vft.referenced U.S. patent application Serial 

No. 09/615,736. 

3 . lamanexpertinthebloc^ 

b^hemisTry of nutrition and have ^^'^^m BCH (Oxford University, 

in the fields of psychiatry and of nutrition. 

4 J am familiar with the above-referenced U£ patent *P$ 0 ^ 6lted by 

4 - 09/615,736, 0305097 (EP 

^EP^S» ^: rd'wO 99/03482 (WO '4*2), 

5. I have carefully examined *e "P™*^^ on 
primarily provide formulat.onsg JjJ^^KS. which axe essential. EssenUal 
t .vpjf the given disclosure, a 1 or ^^^^yridoxine are included in the 

<M\Ufl* acids (EFAS t f ° UC s^ciS vir^ in combining these particular 

\*\ ^ ^ana not because there is ^^"^J 1 ^ _„ happen to be essential 

— * ingredients. They are Included *£™ .^n S purports to have a general 

nutrients and so must be ^'V^^^^ However, careful 

nutritional function in any field of ^ nut '^^^ draws particular 
inspection of these references "veals that Aerc .is ^ whlch l md m 

attention to the v"^**™"^ £SK?*3 and the 

co-inventor have noted between *^ * draW a dear and explicit 

s . The conibinaiion of., W on. W-J-"^ 'SI JKT 

*< abs T aSS^SSST-t^SS. rau,,s> 1 have *" 
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The first article by Deutch ei of. is emitted ''Menstrual Discomf « in Dardsh 
Women Reduced by Dietary Supplements of Omega-3 PUFA and B l2 (Fish Oil 
~ s>»i oil CansulesV S e Deutch er a/. (2000) Nutrition Research 
£(5) 62^ I) Deutch I discloses the result of a study on the effee of 

fish o« alone of fish oil plus vitamin B 12 in relieving menstrual discomfort. Fish 
oil contains the essential fatty acids eicosapentaenoic acid . 
docosahexacnoic acid (DHA). Table 4 on page 626 shows that while the number 
SwL. and the pain were reduced by fish oil alone, ^*er reduction 
achieved statistical significance. In contrast, when Bi 2 was added to the fish o,l. 
both the reduction In number of symptoms (p~0.0024) and the reduction inparn 
M msTbccame clearly significant. Figure 2 also shows the enhanced symptom 
^^hSby aZnis^ring EPA and DHA with vitamin B l2 as compared 
to EPA and DHA alone. Thus. Deutch I evidences that BPA and DHA (which 
Ire botiilUs) when combined with vitamin B12 (a ^^^^ 
agent) together provide a synergistic biological response that is greater than 
response of each alone and the sum thereof. 

, The second article by Deutch et «/. is entitled *<N-3 PUPA from Fish- or Seal Oil 
Reduce Atherogenic Risk Indications in Danish Women" See Deutch i «/ «/. 
(2000) Nutrition Research ?.0(8) : 1065-1077 (Deutch II). An elevated blood 
SalyceriSelevel^a well-known and well-established H^factor^th regard to 
Se dement of many types of cardiovascular disease Deutch H *djw *« 
the combination of BPA and DHA (which are EFAs found in fish oil) when 
c«SSn3t^Lnta B12 (a homocysteine lowering agent) lower triglyceride 
ESSE aTynergS manner. Specifically, Table 6 shows flat fish oil alone 
rwer^trigtyceride levels from 1-07 to 0.97 mmol/1 after 13 weeks, which ,s a 
nZJZitom change. In contrast, the combination offish oil and vitamin B l2 
lowered triglyceride levels from 1 .09 to 0.79 mmol/1, which is a highly ' 
change (p<0.001). Thus, Deutch II evidences that the combination «J «* 
DHA when co-administered with the homoeysteine-lowenng agent, vitamin B12, 
provide synergistic results in reducing the risk of cardiovascular disease. 

Contrary to the Examiner's assertion in the Office Action mailed November 23. 2001. 
EFA^e shown to be effective in methods for treating and V™™Z»1$m¥u 
diseases encompassed in the claims of U.S. patent application Serial No. 09/61 .1 J36. 
BatSlIv these method claims arc based on the fact that homocysteine will destroy 
anv EFAby rTromoting its oxidation. Thus homocysteine Will Impair the therapeutic 
to'rXmfstration of any EFA or combination of EFAs. Conversely, as 
Deutch 1 and U demonstrate, co-administcring a ^^y 5 ^; 10 ^^^^ ^ 
toother with the EFAs will enhance the therapeutic response to the EFAs. Thus, the 
3 o« d^ses and disorders in which EFAs have been 

be treated by the methods as claimed. There arc numerous granted United States 
Patenfs ^y Tf wWch I am an inventor, and numerous publications, wh.ch cover 
Krfof diseases recited in the claims. The following list provides some spec fic 
«arnpfe*of the therapeutic usefulness of EFAs in the disorders recited m the claims 
dependent on claim 16: 

a, Caidiovasoular diseases. The ethyl ester of EPA is an officially approved 
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disease and triglyceride low nng^ *" EPA and DHA 

Uukotriene, and Essential Fany Acids. 1WS. 53:3*5.96. 

Dhtaw. OLA. alone ot to combination with oth« EFA.. ••'£»£°«' n 
for the treatment of diabetic complications (U.S. Patent No. 4,»26,e77). 

Psychiatric di5ca.es and disorders. EPA Is effective in ^ J**"?"' 0 " 

Patent Nos. 4,977,187, S.19I.4QB. 3,izu, /w « . » effective 
No 09/492.741) while DHA alone or in combination Witt otner nr .» 
S ** treatrnent Pf *» d dyspraxia (U.S. Patent No. 6.184.251). 

Neurological diseases and disorders. EPA and OLA "^^J^**" 
to the treatment of Huntington's disease, memory ^ e d f cited 
dyspraxia dementia and other ** ^ P 

under c above, together with U.S. Patent No. 5,837,731). 

, Kidney di S « a c GLA anc loth^EFA* «. ;g^;S-S^2^ ta 
^e^^^^ J^^Randomi.ed Trial of 

hTrSC rSSSJ3SL Low-Dose Omega-3 Fatty Acids In Severe £A 
Neph^paAyTAm. Soc Nephrol. 2001. ^:791-799 sec also Schrni^ al 
PrlphyLis of Hemodialysis Graft Thrombosis w.th Fish Oil. J. Am. Soc 
Nephrology. 2002. 13:184-190; Serraira/. 

f inflammatory and immunological disorders. These disorders are , known to share 

Sng wfth" e benefits of GLA, EPA and other EFAsjn ^»tro»ing 
inflammatory and Immunological disorders « » r ' J* ' Nmr 

Poly^aturwcd Fatty Acids and Rheumatoid Arthrms. Curr. Op. Chn. Nutr. 
Metabolic Care 2001, 4:115-121. 

* Eve diseases and hearing disorders. DHA and other EFAs are effective in the 

* Satmen^f rTacular defeneration and h**Mm pigmentosa a. shownl by the 
folding publications: Cho e, ^^^XX T. T£t 18 5£h 
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Supplementation of Formula in Term Infems After Weaning at 6 wk of Age. Am 
T ^finNutr 2002 75 570-80; Bazan. The Metabolism of Omega-3 
PoT^nsa^ FU Acids in the Eye. Ocular Effects f Proband™ and 
Other Eicosanoids. 1989. 95-1 12. 

h. Obesity. Efficacy of treating obesity I. evidenced by Mori */ jJJDMW « * 
M^jor Component of a Weight-loss Diet. Am. J. Clin. Nutr. 1999. 70.817-25. 

i Canccr epa is effective in the treatment of cancer cachexia (e.g. U.S. Patent No. 
5 «7 13oT-li e^y publications in the peer-reviewed lU«ratuxe demonstrate 
toOUDOA. EPA and other EFAs are effective In killing 
Stectivdy (et Begin ME. Ells G, Horrobin DF. Polyunsaturated fatty 
^SS^t^S^y against tumour cells and its jclahonsbtp to hp.d 
peroxidation. J. Nat'l Cancer Instil. 1988.80:188-194) 

8 . No undue experimentation is required for treating other dise^s «d *JJJ*« > ™' 
listed in #7 above according to the present Invenuon as ^^A^STiT 
know that a particular condition may respond to one or other EF A, since then tne 
~«Znse will be enhanced by combining that EFA with one or more 

agents. One need only conduct routine acreenu* ; and testmy 
b?m3k»ds known in me art to anyone involved in the i«aiment of patients. 

9 Thus in my opinion, the Unexpected and superior results and W? nM8 f ^|l^ e 
dSSibed"n the patent specification can be obtained by applymg the mformat.on 
provided in that specification. 

like so made are punishable by fine or imprisonmem. or both, under Section 1 00 1 o: 
TWe 1 8 of IrUmted States Code and that such willful false statements may 
jeopardize the validity of the application or any patents .ssuing thereon. 



David F« Horrobin, MA, DPhih BM, BCh 
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